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■‘/•'i* *- The Invention r 


Invention relates to phenylathylaalhe deriva¬ 
tives and thtlr u«« as growth-promoting additives In .. 
animal food. ; V\/“"-VI-T* 7 ! ' 

’•■. The use of f eedstuff add itives to achieve higher 
Increases In weight and Improved feed utilisation Is 
already widely practised In the nutrition of animals, 

. especially In the fattening of. pigs, cattle and poultry. 

It has now been found that phenylethylaalne 
derivatives of the general formula (I) . • 


Rr^JO-Cn-CHa-NRaR, 
Y ^ OR, • 




■ *'■' ‘*-i .■ w 


which .f'-’j..-. 1 . 

X, Y and Z are Identical or different and denote • " 
hydrogen^ halogen, alkyl, alkoxy, alkenyl, 

• r*~ *** 

hydroxyl, cyano or a .COR' group, and . 

R<l represents hydrogen, alkyl, halogen, 

V. hydroxy l, alkoxy, alkylthlo, substituted or unsub- 
stltuted aryl, substituted or unsubstituted 
; aryloxy or arylthlo, or represents acvloxy or 
: sllyloxy, R* represents a hydroxyl-, alkoxy- or. 

'•*amino-group f and v -; : ;-7 

: v%. R2 and R3 can be Identical, or different and 
xV : ; v ■ : represent hydrogen ^ straight-chain or .branched 
rC^-Cg-alkyl, C2-C 4 -alkenyl and alklnyl, C-j-Cg- 
;V;^hydroxy a Iky l, alkoxyalkyl, ami noalky l, cyclo- 
V.vV^ralkyl or aralkyl radical s which are optionally sub- 
,!stltuted by .ha 1 ogen or .phenyl, or represent an ali- 
i^A^' phatic • or aroma11 c acy l radi cal or a s 11y l rad 1 ca l 
0r' substituted >r;urisubstituted aryl, examples of : 
preferred substituents of the aryl radical being 
ha *ogen, alky l, a Iko xy, ha logenoa Iky l, halogeno- 

r a 22 " 19 s VUvv r ; -:.:V v:/ 
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an optionally substituted pyrrolidine/ piperidine, 

. ■; piperazine or morpholine radical, . .. 

and physiologically acceptable salts thereof, have an ... \ 
excellent growth-promotIng action* >= 

Preparation processes for. compounds of this type 
are known, and are described, for example. In (a) A* 
Kleemann, PharmazeutIsche Wlrkstoffe: Synthesen, Patents, 
Anwendungen (Pharmaceutical Active Compounds: Syntheses, /' 
Patents, Uses); pages 35, 62, 169, 174, 175, 190, 196, 
254, 296, 338, 346, 387, 389, 427, 438 and 461, 6. Thleme, 
Stuttgart 197.8; and In (b) 0* Schler and A. Marxer In: 

' * fa * 

Ullmanns Encyklopadle der technlschen Chemle (Ullmann's 
Encyclopedia of Industrial Chemistry), Volume 12, pages 
647-663, Verlag Chemle, Weinhelm-New York 1976 (4th 
■ edltIon) .'*• ^ /;■' •; . 

Where the compounds of the formula II are known, . 
they are sympathicomlmet1c agents Which directly or In¬ 
directly attack and/orP -adrenerglc receptors. They 
show. In a known manner, marked actions on the circulation 
and vessels arid actions on the respiratory tract. The 
actions are described In, for example, (a) 6. Ehrha^t and 
H. Riischlg, Arznelmlttel (Medicaments), Volume 2, pages . 

; 133-165 ,ari* pages 257-269, Verlag Chemle, Welnhelm 1972 
(2nd edit Ion); , ; (b) 6. Ehrhart and H. Ruschig, Arznel- ‘‘ 
mlttel (Medicaments), Volume _3, pages 63-68, Verlag 
Chemle, Welnhelm 1972 (2nd edl tlon);. ; (c) E. Putschler, 1 
Arznelnlttelulrkungen (Medicament Actions),’ pages 242-265, 
^issenschaftUche VerlagsgeselIschaft, Stuttgart 1981 (4th 
edltion) and (d) Progress In Medicinal Chemistry, Vol.6, 
pages 200-265, Editors: G.P. Ellis and G.B. West, Butter- 
> worths London 196?. ^ 




preferred .compounds ;of .the .fornuLa l : arephenyl- 
thy l ami ne de r 1 vat Ives ^vp--’>./ 

n uhlch • T. s''-,. ,• > v /• : ‘ / ■ :■< ■, • * • ; %•'. v.-- V- ! ; \ \ ’ 


■. In 'which ; V '• V ' - 

. X/ Y and 2 can be 1 d e h 11 c a l, o r . d 1 f f e r e n t and 
d a no t e'h y d r og e h, alkyl,' halogen, hydroxyl or 
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^.)^", ?I*i ;'.• • l*Oiy, .• .-.n •• ■;; 7- :■;/- r ;’- :;......• 


■a ■'■ ■'■ r, 

..*■ ~>* ■'.- + \ -V 


* 1 * tno * # • *y d r ®gen, hydroxyl, C^-G4-alkoxy or . 

T ‘ 3 V’ -: - ■* ■ / ^ ’ !/'* : / y substituted orunsubstltuted C C j q- a r y l o x y or : ■ 
///■••//y ;/ y.//.//y.\/; aryIthlo, and /y/.yy ; y-y .-V-■• ••;'■•'. r‘ .-' /: 

-■"-/' ^/‘/// ; 3 ^ p : .' Rj ond Rj con bo Identical or different and repre- 

//yy//;/;/• ■•-/'sent hydrogen, lower alkyl radicals which are 
C: v V //// v ; ■ /': opt Iona l ly subs 11 tut ed by h a logon, hyd rosy l or 

• : i ' v', ; ■ y ^ * 1“'. { .. ‘ ;.y */\y/. y.; / 1 p h e n y l, or phenyl radicals which are optional* 

. ‘'.-.substituted by halogen, C^-C^-alkyl, CJ-C4- ikoxy, 

/-.*..>/■/. 10 -./ -.//■•/ CC jg-ary 10xy or ary11h 10, and 

V. v'-'/ \ :• • • - R 4 r e p r e s e n t s hydrogen. • 

^^ -- -*'■ ■ Particularly preferred compounds are phenylethyl- 

amine derivatives of the forinula (I), . 

■/.V// : •• ;'■■ ■ •■•;.,•■z In which /-y- /:•*■-/ yv • / \ : .’y. /. * t 

//.15 . r f.;:, : X, Y and Z can.be Identical or different and 
•./■// --■ ':-v- : ‘ represent hydrogen ‘.or halogen, . 

: ••••.S - represents hydroxyl or C^-C^-alkoxy and 

/;//'••*• y ; // . R2 and Rj can be Identical or different and 

: "*** ; ^ \ /denote hydrogen, C ^-C^-*a l ky l radicals, or phenyl 

/• 20 // whlch Is substituted by optionally substituted 

: C 6 -Ciq-aryloxy, and • 

y‘*■ R4 denotes hydrogen.' 

' • ‘ The pheny lethylaolne derivatives used according 

./.to the Invention, of the foroula I, are not described in 
/. :25 the literature, but can be prepared by known processes In ; 

; :*•*!• ' V}’/.'•whi ch'' /;• ;/v ; V.:\ ‘ ^ * ■ ".V-:. /■ :" vi: ‘‘ y •; 

■•*•*** coopounds of the formula. (Ill) ; • //■ 

r ; • ‘ •/ 

RfV /-CO-CH^-NR,(tin : 

;/ :-r-' v..’^>.-■ ;r -;* !*,if *! ; ‘ 7 v .vVV.v. ; •>. • ‘ 

/;*r: • -.V //,/^ ,/>/'/ ’■ . ’ /, *• . V; ; *.; 

./ / ■ • '•■;■;•■ r/ '»•:* \y •> \ *.Vr -?<o '.>a -v.^V^r- * -r-;;• v \ -: ■ • *: •.;•• ■ ■; .*. ■ ■- f ;- y. 

■ • y■ C*iX, Y, Z, R./ R^'iand R*» havb the meaning 'given v-\ "••;;> -y 

// •,■/ y; //-' ■ V .■ 

• 7v ;’are reduced,- or in /wh i ch.': : VV * ■/'^ : : -; 
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b)eompoundsofthe formula <XV) 

.Nr r--’ X v. 2 •• v-" 

- '-* -* - * •-■Vi/rV^:V7.:V/. ’ .*•:.*■ '\'-Q ' 


.' i"■ in which : *’: ■ * ”■■ ;. ! ■ ■ • *■*/*" .* ' V■;> ■■.*;■• • 

-V and R-j have the Meaning given above, 

are' reacted with compounds of the formula (V) ’ 


•o^ln which 


r Y r .\v *2 * n ^ **3 have the meaning given above.• 

•: Compounds of the f ormula 1 , 1 n uh Ich R -j 1 s acyloxy 
or sllyloxy, and/or R 2 or Rj and/or R 4 represent an atl- 
I phatlc or aromatic acyl or sllyl radical, are obtained by 
known methods from compounds of the general formula I, In 
r . which R denotes hydroxyl, and/or R 2 or R 3 and/or R^ denote 
" hydrogen,* by reaction with suitable acytating or sily- 
plating "agents*; *- ; *-*0 ; ’YY;> .V; /-‘Y. - V:.’ *" 

; Y/‘.‘- ;/;.J'‘^YThe starting materials (III) and (IV) used here 
\ ^' :aire. either, known or can be prepared by known preparation 
wethods (sea liitz et al., J, Org. Chem. 12,/ 617-703, 

\}Yv (1947) ; ' Y 6 . C • K1 ng and S • K . 0s t rum, i . 0 r g • C h e a. 29, 3459 
.^£(1.964) ) YY;Y Y - * i ' ■’* ' 

[. ■'.£heny l e t h y l a m 1 n e de r 1 v a 11 ve s of t he formula II 

which are preferred for the Intended use according to the 
££Y ; 1 nvent Ion.are''those ^~ ^ 

v. • i v ?- v-.*. n/Yv -V- ? • *':* i *. *■ *■7. c■. v« v- -V S : ■:. * - - •>*.■■.. 

^1«>Mch ^v , “ 

^v' '•. •• • •• ’ -O 1 ' v-• •*> *. * v -. ^ ■-V v . r - : ;' • *. 

R 5^ : ‘ r 6 • nc'..R7' 1 are Identical or dlfferant and each 
| Jv^'*V**'?■ r • *• nt hydrogen, . hydr0xy l, hydroxymethyl or • 

' '■ \ 'i "v ' ‘ ^' ’HvV.: infect/;-: ^V> V; /; ^ • 

‘ ^ K v r S «o t • * jtydrogen or hydroxy t, V : -y^: : 

;M’ : *Lm'V 22 193 -r > ^ %' V-V-: /v* 1 
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tg‘ represents hydrogen,. straight-chain or branched 
alkyl or.alkenyl groups having up to 5 carbon 
atoas, or phenyl or aralkyl having 7 to 10 carbon 
atooa# "'the aryl radicals mentioned being optlon- 
v !! : :■ ally substituted by chlorine, fluorine/ lower 
.'■’.'A/ alkyl having up to 4 caroon atoms, hydroxyl or 
• Ikoxy, and 7 -; •• 

end R^j can be Identical or different and repre- 
: sent hydrogen, straight-chain or branched alkyl . 

' /■haying 1 to 8 carbon atoms, alkenyl having 2 to 
74 carbon atoms, hydroxya Ikyl, aono- and dlalkyl- 
aalnoalkyl and phenylalkylaalnoalky 1 , each having 
\ up to 4 carbon atoms In the alkyl radicals, or 
:-'v phenyl, araIky l, aethylenedloxyphenylalkyl or 
‘ alkoxya Ikyl. radl cals having 8 to .12 carbon atoms, 

: -.f. or phenoxyalkyl radicals having 8 to 16 carbon 
atoms. It being possible for the alkyl groups 

• mentioned to be optionally substituted by aethyl 

or ethyl and for the phenyl radicals to be option-, 
.ally substituted by halogen. In particular by 
chlorine or fluorine, hydroxyl, lower alkyl or 
lower alkoxy having up to 2 carbon atoms, or 
/ A* ; Rjg and R-ji/ together with the nitrogen atom, form 
, an optionally substituted pyrrolidine, piperidine, 

* *'•* T . piperazine or morpholine radical. . 

. . Compounds of the general formula II which are of 

very part 1 cula/1 mportance are those? v 

1 n wh 1 ch ..v?7 A ; A'; /. 7 A ■■A '• 7 v, ‘ ; 7* ■.7 

r/ and R? are Ident cal or different and each 





represent hydrogen/ straight-chain or branched 
alley l/each"having up to 4 carbon atoms. It being 
possible for the alkyl groups to be optionally 












tut * d *>y ph*ny 1/ ph.noxy, hydroxyphenyl or 


' '^''■•thylonodloxyphonyl/^'.;/.'---.^..' ;••'■.‘.•J.' : . ;/ 

Tho • e 11v# compound* can be uied at agents for : ?■•. ■' 
pro«o« 1 n« and aeeelerating groeth and for Improving feed ■; 

J- : i$'r/..fs ; utilisation In healthy and aUit. anloala In all areas of : 

;;; /•.; - >v.:_ v :■>; /\animal husbandry • • ^ ■' 

v i.;- Yhe. activity’ of the active’’ compounds Is ‘largely • 

• ‘ of the species and sex of the anlaals. The 

• \activa' compounds ' prove particularly valuable In the rear- 
keeping of young anlaals and fattening animals. 

,V-Tha following stock anlaals and pets aay be mentioned as 
examples of anlaals for which the active compounds can be 
■'.V,Y;^'used for ; proact1ng and accelerating growth and for Improv- 
* y -V : -.v:■ 1 ng 'feed utilisation: warm-blooded anlaals, such as 

; eittle, pigs, horses, sheep, goats, cats, dogs and rabbits; 

- v : Vfur-bearing anlaals, for example a Ink and chinchillas; 

. , <V -:-; ^V : > / ’pouitry^ for example chickens, geese, ducks, turkeys, 

.....t ■ ■ V.V .pigeons, parrots and canaries, and cold-blooded anlaals, 

■ >,...••••' SUC h as fish, for example carp, and reptiles, for example 

.. 20 snakes. . 

amount of the active compounds which Is 
2 . ^ : administered to the animals to achieve the desired effect 

•••••• ■■ it ; ■ can be varied substantially because of the advantageous . 

■; of the active compounds, v It Is preferab ly 

•i ;'about ; 0.Oil to 50, In particular 0.1 to 10, «g/tg of body 
vV:*..ue 1 ight dal ly. jthe period of Administration can be from 
^ r**I*v'^:v^:^-; ; - : >'a'few hoiirs. or - days up to several years. The appropriate 
•-/v.*.**. /';v‘*«ount of active compound and the 1 appropr 1 ate period of •. 

. adailrilstrat 1 on* depend','Mn particular, on .the species, c 

? state of health and nature of keeping and y 

the animals, and can easily be determined by /.. 

■"j expert *‘-4 v \ //* •‘.v-• 

The * ’a c t 1 ve compounds are , adm 1 n 1 s t e r ed to th e an 1 - ^ 
*;-t•••••*■■ ./jiv"i % by the *customary methods. - The nature of the, admlnl— , 
35 : strat1 on depends,* In particular, on the species, the 

^! b e havloura n d the state of health of the animals. Thus, 

^ A 22 195 ^ -’• ‘‘V V v'”* ’ ’ ■ 
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b */* tf,e * ad orally or pirentarally, V 
tioa. daily at regulator Irregular !; . 
S4® V 1nt,rv * l **;-/ op /•••«"•' ot ' Mpodlency, In ooat easaa oral 
r • d * 1n1tt ration. In part leular In tha rhytho of the Intaka 

f ®® d • nd f 0r - dr1nlt by tha •"<■•1*; 1* to ba preferred. 
>:-'::v.;^-.Tha' active coapounds ean be adalr.lstered as pure 
#r -^«'tl‘t"for«ilated fori, that 1 i to say 
* 1 ««‘ 1 .- 1 th noh-toKle. Inert carriers of any desired type, 

■ f or «xa.ple “ 1th Mrp 1ars and In for.ulatlons such as are 
in the case of nutritive preparations. 

;4'- Tb * aet1w# . 'compounds. In tha for.ulated fora, are 
0ptl0 "* Uy • d-1n1 stered In a suitable for. together with 
l ?:?:■::• ph * f V*• V-V** *• coapounds, alneral salts, trace , 
V-V'.'/f; eleaent *r'r 1t *«<n*^> r otd1ns, fats, colorants and/or . 

•V. 15. • flavouring agents. 1 : VW/ : v\.v 

; 0ral , •^■Inlstratldn together with the. feed and/or 
•• 'V/. dp<nk,,n * “* tep IS reeo.aended, the active coapound being 

* dd#d t0 th * t0t,( aaount or only portions of the feed 
: •9'1/or drinking water as required. "... 

:** : 20 f Th# ast1va coapounds are added to the feed and/or 

? ; : dr,nM ?» " ater *>r custo.ary aethods, by slaple alxlng as 

•r :; ' * he . P ‘ Jre #ubstan C* «l*ture, preferably in the finely 

d ^1 d «d for. or In the for.ulated for. alxed with edible 
M; -f '' °* 16 ca r r 1 e r s, op 11 ona l ly 1 n the fora of a prealx or. 

25 . a fe e dc o n c an tra t e. V, T : :V. : -V ' 

a " d/ar ; d, ‘ 1n Mng water’ cin contain 'the-/ 
.coapounds ;1n a concentration by' weight of, for 

V-50 PP-/ In particular 0.1 to 10 ,pa 

.'*»••.'/concent rat Ion -of'the ictlve coa- •• 
!• , P d<i pd * !?/. * * d i ,*n d / or / Or In ki ng water .depends. In par-' - 

f. /o **1 •»*'•« ^ w r *. 

<ly ^e^deterained by . 

* f 

:■ V! ^,vP.r.*ff.r-*b.ly..conta 1 n .the custoaary equ 111 br 1 ua 

Le • A 22 195 *. 




of onergy substances and builder substances, Including 
f* ; y|ta« 1 ns and mineral substances, necessary for balanced 
r. nutrition can be- used. The feed can be coaposed of, for 
******vegetable substances, for exaaple hay, beet, 
cereals and cereal by-products, animal substances, for 
/example meat, fats and bone meal, fish products, vltaolns 
, ..for exaaple vitamin A, D complex and B coaplex, proteins, 
-aal noacids, for exaaple DL methionine, and Inorganic sub¬ 
stances, for exaaple line and sodium chloride. :. 

: concentrates contain the active compounds 

alongside edible substances, for example rye flour, maize 
•flour, soya bean flour or lime, optionally with further 
nutrients and builder substances, as veil as proteins, 
/.alneral salts and vltaalns. '.They can be prepared by the 
customary alxlng methods. : 

In premixes and feed concentrates, preferably, . 

; the active compounds can optionally also be protected 
v.froa air, light and/or moisture by suitable agents which 
coat their surface, for example with non-toxic waxes or 
' gelatine..-; // • "■//. ■. '■/ 

The following Is an example of the composition of 
a feed for rearing chicks, which contains an active com¬ 
pound accordl ng to the Invention: 200 g of wheat, 340 g 
.;;J* 1 ***g of coarse soya bean meal, 60 g of beet 

15 * of dicalcium phosphate, 10 g of calcium car- 
'bonate^ 4 g of lodinated sodium chloride, 7.5 g of a 

* 1 * tu r e anc ‘ 2.5 g of an active compound 
JV*?*^* Pl ve '^'after careful mlxlng, ' 1 kg of feed. ; 

‘ •*.*••<* mi xture contains: > 600 I.U. of 
I.U., of vitamin O 3 , 10 mg of vitamin E, x. 
: \y ° f . v1t ?* 1n K 3f 3 *9 .*.of riboflavin,mg of .pyr l- 

* c .® 0 f, Vitamin ® 12' ^ ®9 of, ca lc 1 urn pantothenate 

j #*£*?.** ®* *V h*M* \> o r "i'V‘ 

°4“ * ^P ; «g Vof ZnS0 4 x 7H 2 0^ 100 mg of 

.f^,?®4/^,T.H.2° . mnd .20 mg' of. CuS0 4 x 5H 2 0. v ~ 
i/;,/ /V ;The ; active, compound preol x .conta 1 ns the’ ac 11 ve " /. 

"••Le-A 22 -195 fV ‘ ‘ '* V-: \ ■" 









expounds In the d.,ir,d amount, for .«..pU , 0 , nd ^ 
; -.dUO ; 1,..of DL-iethlonlne .. -ell . n .. ount of '\ 

; ; b * an #l0ur • ue, » th «t 2,5 a of pre.lx .re formed. • 

fOUOM<n ° •" —PlVof the composition •. 

5 of . food for rearing pigs, which contain, an active C0B . 

^ pound according to the Invention: 630 g of shredded 

;; blrlly W <e 7 0Sed ° f 200 9 V 150 « of' *hredded 
%.he.t- M ®. ® f + * hredded oat * 8 " d «0 g of ahredded 
ia !l ' of fish .e.l, 60 g of coarse , 0 y. bean meal' ' 

10 60 g of tapioca meal, 38 g of brewer's yeast, 50 a of a ' 
•-.v 1 t.. 1 B /. 1 p. P . l . 1 . tuP a ;#or p1fl , ccoapo Itlo , 0 e.. p ie 
;^.V;r t h e chic, food), 30 g of ,inseed c.b. ^ n?? 

r^of ■all. gluten feed, 10 a of soya bean oil, 10 g of 
sugar care oolasses and 2 g of an active compound premia' 

5 -position, for example, as for the e h 1 ck feed, give 
•after careful mixing, 1 kg of feed. . . 

ahf e ' Th * feed *' XtUre * 1 "d 1 cated are Intended prefer¬ 
ably for.rearlng and fattening chicks or pig, respectively 

i t * l ” * «*««. ••■> .<. w * 

f ° r reaHn « 8nd fattening other animals. 

1 C, experiments and metabolic 1 nv„- ' ■ 

flagon, have been carried.out using the active com- ■ ^ 

^ d : r : e t:- 1 n 9 f to th - - 

USed * r# th V* of Prepar-tior. Examples 1 and 2. ' . 

J ; ; ;:w :-The. following results were obtained:' '■ • • 

Example' 1 •••■'• 

V a>: characteri stics anrf : , I 

« a Drats, female '■ ■ • ■ <•'y.Cy y, y.y' V■; ■ v . 

.ri* ^V.;/ , ^ 8 ; :> ^ 1% J. v'V';'; 

3) b reed •'••• v . .■ t. 

if;' *ii' ' ■ ■ V ' l ." v r'- V J ’V “f • M< *,*•?■/ Hageoannbreed'; 


• .*> c’orjd I t ,1 on', |> 
a.6, f eed y 

*aw nutrient, * 
'.'Raw protein • ’ -• 
.Raw fat 
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$,"£!!«• f 1br«« vV.> ‘v ••. / 

/ 6.0 



7.0 


j'r 

V 13*5 : 


■;//>*-tree- extracted substances/ 

50.5 


5 Convertible energy: /-;: 


4-. • 

;. J/Kcal/kg • /•/;:;*: ■ ■>'/;. /fr/:■'': 

, 3/100 


///.It4 / aQ \; i : - v ; r . *;v • 

‘13/000 


y/ ; Mineral nutrients* v.' 


■ 

'.v faIclua •/\•■.. ; ■-* 

\ 0.9 ‘ 


10 -'. Phosphorus ' v-*';/ 1 ‘ 

o.7. •: 


Magnesium .. . ;/ * 

0.2 ; 


• $ od 1 u■ ; ’ •' • ■;. • ■' ■.::..V* /. 

■]//0.2 •• 


■ V1 taalns** -LX: 

;; ■ ■ -• . .. 

i.-/ 

•/■''■^""Standard diet 


v ' "r 

15. V11 a a 1 n A . '. / ^ 

15/000 

IU 

■ Vltaal n 0 3 •:• / / r 

• : 600 

IU 

; Vitamin E 

z \75 

■ 9 

; V 11 a a 1 in K 3 ' V; : ■; 

' -3 

eg 

-■/ .Vltaal n 8 

\ / 18. 

■9 

20 VI taaln 83 c':/ 

12 

■ 9 

; ■ VItaaln B$. 

9 

s e 

' -/ ■ / V1 1 a a 1 n ' 8 2 . ; '*•' .i; 

.'..''24 

me 

Wlcotlnlc acId / ; 

\ •■' • 36 

ag 

. Pantothen 1 c ac 1 d /.■ 

■: 21 

ag 

25 /Folic acid /./S^/• 

2 

■ 9 

• ! Blot l h ■ .‘'..V'V- V.'-V 

'X 60 

mg 

4ff-V.Chct Ine ////i’/i/V*.* 

U>f‘* 600 

mg 

•Vi/'.V \ tt.ln C' : .H///;/:•;/’.■ 


mg 

I ; vA« 1 note '.S'.x/’&’-Y- 

; .v. 












* ^ t^'iK^V;^::v v * Un# ..... ....... 

v‘|;'./V.. Trace elements* * ' X 


-T 


75.0 
135.0 
;x 13.0 
X 70.0 

X; 0.9 

•:■ ’; 9.0 


15 


*%«: : x 

•tTl:". 

•::v3 Vi- 


20 


5 Hanganese X>- : i. \* . X;. : -?•. : 

XX' Iron '■;/•. . X-.. XXX 

• Copper V; V XX ’X V , 'VX'XX ■ 

‘Zinc ' 

X Iodine X./.' ■.• : :• X ;;' • 

10 Fluorine! ; ■ ■>*'■ 

■ • ■ . ■ ? ■ ■■ ■ ; 

?X *X In the diet (mean value) ■'* ’X ; X ,/-X ’; /X 

• **mg In 1 kg of diet (mean value) ;X^ 
b) Treataent of the animals ' 

v. The rats were acclimatised to the new housing con 
dltlons for.2 days, Xthe experimental feed without the 
addition of the active compound generally being adalnls* ' 
tered.'- On the third day of the experiment,, the animals .. 
were randomised and the experimental groups were then 
formed such that, between the groups, both the mean 
values and the scatters of the body weights were Identical. 
A 5-diiy preliminary period was followed by an 8-day main 
period. In which feed Intake, growth and feed utilisation 
were ’determined.X*XXX 


>• ^ } -j ;; X£,X;\.'following 'treatments were tested:’. 

1 - IfXX": 2 ? 1) Negative'control <n « ' ; 12)..'A ..V-X..• X/X ■■ 

•; • • £' r XX- ^4 ,\b 2) 25 ppa . < a c 11 v e c o a p o u n d from Preparation Example 1) 

A:SxA^X'*:'XV:X : (n v V >)*\K X x : X/-’X/.VV 

• •• "•'X’i.*.‘.'-.V *£'••* •' • *-'7v ': u . ; ■* 

Re*ult.' : v # aad Intake, growth, feed utilisation) during - 

.. .. X *■ v v ‘ :‘r- : :• XV?‘'">'■> • V'■ ‘-'v.?;* -r-\v - ■. \ ■: ***-.v j V .. ’ ' 

• V V; :r !* e * n t * r e t x p e c 1 ■ e n t a l p e r 1 o d <13 d a y s) : ; • : .' 

VXX-v.-.X,X -■■ , vv .*;■'— ... , /x.X...x x. x -. ' ‘ XX' ; —— JV: X/../.,;- 

VX * eed ' X:X"G row t h ■*:. Feed’ X'..X\..-X^.:’ •• X :V. vX 

V 1V .V.v V- :: 15 3 .fv-.; ; 27: 5 mi 

P?* ‘PP m X''a 37 V': x- -4.C 

• c t ty«' compound .from Preparation. .Example /I 

r: ''X^X^XiX;lLi- 22 JilVvX;X;XXXX^-.>X.XX : •; '.X 

- ~=XV-'7 i'i :V'*,*; -- ".' ; X 

V ;• v *; -vvx- ■ */‘X *' '■ v ••! . *. ■. 


.62 

.03 
:i. > 






- 13 - 


a 3) breed 


: Vs ‘ s :&• “ 13 • •; •': *. ■' * ' *. . : . . . 

■ : V;- Example 2 V ^' ; V\ ■ • 

M : :; ; •* * n 1«at characterIsties and feed 

.1>/fats, female O-;./ .. 

2) number ^ .30 y 

5 * 3> br#ed . •' V : SPF HI star, Hageoann '■ 

""■/ *"V : .. :• ^ v ■ ; • breed ... .'/.•• . 

^ : Vfss: ;:(vw:■■ 90-150 ^ 

•' * 5 ) condition V.• ;7 .-V- / good • • 

V,... a -6) feed ; * * . , ; ; -77 o^'as .In Example 1 

10 b) Treatment of the animals 7 'V-v' 

; " he rats «ere acclimatised to the new housing con- 
; d 1* Ions for 2 days, the experimental feed without the 
•’77addition of the active compound generally being admlnls- 
. tered. On the third day of the experiment, the animals 
15 were randomised and the experimental groups were then 

-formed such that, between the groups, both the mean 
■> va *: ues ? n <7 th « scatters of the body weights were Identical 
V?*day preliminary period was followed by a 7-day main 
period. In which feed Intake, growth and feed utilisation. 
!0 were determined. ; : 

A \"'Vv:TJ *9 following treatments were tested: 

. . b 1 ) Negative control <n = 24 ) ; 7 \..' 

PP". compound from Preparation Example 1 ) 

: s;c)Rtsul t <feed lntake, growth, feed uti Usation) during 
:5 experimental period <12 days) - 




Feed 
. 1 r. take .. 

g> -.7 


.Growth -. Feed 

;=w:.^utilisation 

: <g) <g/g) 


i 5-9 a . • X y.«/-. cent r.o l 7); 200 777 \ 41.0 7 * .** / % \ gg •/, 

:!r y 7. - C °- p ? und t ■ fT0m Preparat ion: Example .1) 

•* : ?y-‘\v ;■ 7'- t’T- >> ■7v ; i V f 'V.*-. 7:77 : 


7741.0 
•7 5 0.5 


jr- ; f. 
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ExiipU 3 ;sy: .■;" /.;.:■ 

//./a> Animal characteristics and feed \ : ' ■ ~ // 

:_»*■'/a 1). rats, female -0 v ; - 

///a. 2> numb a r .; //’■ ’/“.'*/* 18 //v' 

5 « 3). breed / -//*/ SPF Wistar, Hagemann breed 

a* 4) '"weight w;\/:./;■/ - 90-150 g ; // ; , ' 

*/ ■ a 3) condi t ion : -///-//■;‘"* good • . / •''■' ; ■ . •-.. ' 

a 6) feed ; ///.•*••;•'/■/ > / ; v /.. as 1 n Example 1 . 

.// b) Treatment of the animals •/• 

C. The rats were acclimatised to the new housing con- 

V. ditions for 2 days, the experimental feed without the .. 
•addition of the active compound generally being adminis¬ 
tered*/ On the third day of.the experiment, the animals 
were randomised and the experimental groups were then 
i .formed such that, between the groups/ both the mean values 
;; and the scatters of the body weights were. Identical* ..'A 
/ / 5-day preliminary period was followed by an 8-day main .• 
period/ in which feed intake/ growth and feed utilisation 
■/were determined. • 

) / ’ r /' The following treatments were tested: . 

: b 1) Negative control (n * 12) ' ■ : 

• ;b 2). 25.ppm (active compound from Preparation Example 1) 

//;X<y.V. : (n °/6)' // /.;/*; : / . . 

^; r c) Result (feed intake, growth/ feed utilisation) during 


the entire experimental period (.13 days) 


j. ■ ■ •'’/ Peed . 1 /'-'Growth 


Feed 

1isa tion 


:• > •• intake'/ u t i 1 i sa t 

■.^/.*/ / '(g). 4 ■'/ ■ ;(9) /// f> V...(g/g) \ 


cl) N eg a 1 1 v e 1 co n t r o l ”•/: ; -182 / ; / r 37.0 //' / 5 • 04 ./ : 

• .v*. *■,< ^■..*v f :• J f V\v i **m •: >r -> .• - • :*’ 

cT^2) '25^ ppm / .\'i 'v / / / : /‘ 1 *• 187 .V • -42 .4. 41 

; (act 1 ;compbund .from '.Preparation Exarap l e.; 1,) »■ - vi V • • 
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IV. V^** £ ^C -V-*. ; •-. -•■- •: ,.V: •> -V*;!... .;.' 

:V ■ * "V V. v *'•; A ■.;‘. =' * V 


iiW^ * ::>’•• 

":.* i) Anlial chiricttfiitlci and feed V*- - 

;• 1* ritt # female *:V:'*'**;-f-V ;:: -J y ; '\': 

-1 • 2) number V ■.■:'•• ? V :-\ 18 P P: ^ ^X<r :\P.i ':. /••■/ ' • * \‘V : 

^Cv''-*:V ‘ -V- 5 .-‘•3) breed . SPF W1 $tar / Hagemann breed 

• 4) ve1ght‘;S,^; : \-- *; *. r-V 90-150 fg : V ; *^-W; : .* 

■ • ?) condition .■••' : * : *./. ■; ?-,_•*' v • . ‘good \ " ‘J.■ -v/,,■ ■- • *:•;’*'■; v, : V . 

A~%Tw ’■ f a 6) feed >- „* ■ y y ‘ s In Ex amp lei.', : ", -/• 

•• ‘ b ) Treafent of the animals *'• ;; Y "■/ H • y V' ^ y ' *.■ :; 

y*'.y 10 v. ; The .rat* were acclimatised to the new housing con- 

for 2 days/ the experimental feed without the ;/ 
addition of the active compound generally being adolnls- ' 

. tered. . On the third day of the experiment/ the animals 
” ;.were randomised and the experimental groups «ere then .. . ’ 
'y^°r ,e ^ such that/ between the groups/ both the mean values 
• and ■ the scatters of^ the body weights were identical. A 
. 5-day preliminary* period was followed by an 8-day main 
period/ In which feed Intake/ growth and feed utilisation ■ 

• •It**' were determined. - v ’ V: ■ v : ; \ 

• C ' 20 1 . The follow 1 ng treatments were tested: ■ : 

b 1) Negat 1 ve cont ro l ! <n * 12) 

25 ppm (active, compound from Preparation Example 2) 

.* .(n *. 6) V:; ; V' .Cvc - v : 

* * feed Intake/ grow t h/ f eed ut i 11 s at 1 on) during / 

I ’!:; 25 , .the entire experimental period ,C13 days) ■ P-p- c-‘/ 

■ • • • -■ '■ i-:—: :—: • " 

•; -Feed - r ■ v:.-i-. ; 

■ •-r : j Intake; / ,utilisation 

• ■ v " : '.. { 9>. -il?!'/. (g) - <g/g)' 

* ## # I *.■■'+v 1 --' ■> .•*... - •- - . , • - -■ • .^ " " • f - 

'; V’-: 1 -w.'.;.,1.1 .Negat.1 ve cont r61 ’ 96 ' o ; 4 1.3 u 7 s Vl-vV .. v 

r.;-:yrr<attive H .eoopound ,f roni Preparation .Example ^) .‘/l-.- , 

■ 1 " Z i ■■iV-gV'Vrv*er tt •-> -v. ^ r •fT.;''' ' f '~\ -r- r - * f n J* rvr.*-" c •: • 

• V'* r 1 $ *:•/•/.v. • *V ; ' : *v.' : «:v ^ M'r ■;"/ vV-; 
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a i) rats, temale ' 18 

a 2) number S p F Vista r, Hagemann breed 

a 3) breed ;• gQ.fso g 

. o -.igbt • .. •; fl00 d 

5> condition „ ,• Ex , B ple 1 \/. 

a 6) teed ■ • • . 

b , nyt-mt of the ■"<■£-&^ ^ t# the ne- housing con- 

- - ;7 r f t h : c :*p’ri«nt.i ^ 

- rginr^T;:: 

tered. One e experimental groups -ere then 

-*re randomised -roups, both the mean values 

, formed such m .„ Identical. V 

and the scatters . -a9 i foUo-e d by an 8-day main 

^ p^dVl-M-^d intake, gro-th and teed utilisation 

-ere ^^^^loWlhg treatments -ere toseed: . 
b 1> Negative control Cn “ 125 preparation Example 2> 

. b 2) „ ppm (active compound tro. Prep 

4) ••• „.h feed utilisation) during 

t...« <*•«• :: : 


Feed 

intake 

(g) 


Growth 


Feed 

utilisation 

(g/g> 


•) '3.9 
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IntoU 6 ■ V*7v ? ■ — ■ ■ 

>) Unliil characteristics and feed y 
• 1) rata, female . 

a 2) number /- -V v .18 V:::-;'-V 

a 3) bread . SPF W1 star, Hagemann breed 

a 4) weight. • 7 ‘n’ : 90-15° g . 

.a 5) condition good 

;a 6) feed ■ - ^V, as In Example 1 

b) Treatment of the animate 

The rats were acclimatised to the new housing con¬ 
ditions for 2 days, the experimental feed without the 
addition of the active compound generally being adminis¬ 
tered. On the third day of the experiment, the animals 
were randomised and the experimental groups were then 
formed such that, between the groups, both the mean values 
and the scatters of the body weights were Identical. A 
5 -day preliminary period was followed by an 8-day main 
period. In which feed Intake, growth and feed utilisation 
were determined. 

The following treatments were tested: 
b 1) Negative control (n a 12) 

b 2) 25 ppm (active compound from Preparation Example 2) 

;'V‘>V • (n ° 6) > ; 

c)‘Result (feed intake, growth, feed utilisation) during 
.the entire experimental period:(13 days) 


:;c;'2) :'25. •ppm'":' 


F e e d V * 

.Growth , 

.Feed * 

Intake : 


utilisation 


; <g) 3 


•;;. 182 'V: J 

■ 7-3 7 * ; 0 > 

‘ 5.04. 

;-*-1 8 

>43*2 -*v 

*•'4 * 36, • 

,Preparation.Example,2) 


p 7”7 7' 






■"a .jV v;*V 




I* 
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. vni 

• 11 a 

’ "t 5 • • • .* 


‘r.\* v > *■■■ 


i-m 

-•VW-v: ‘ 

V vT 


Example 7 • Rats. 

a. Description of the experiment • • . 

■ Before tht start of tht feeding experiment, the 
rats were acclimatised to the new housing conditions for. 
two days, the experimental feed without the addition of 
the active compound generally being administered. On 
the third.day of the experiment,, the animals were random* 
Ised and the experimental groups were then formed such 
that, between the groups, both the mean values and the 
scatters of the body weights were identical. 

The feeding experiment. In which the feed Intake, 
the Increase In body weight and the feed utilisation were 
determined Individually, lasted for 15 days. 

The active compounds mixed with the feed were: 

. 1-<3,4-d1hydroxyphenyl)-2-Cl-methy1-2-(3,4-methylene- 
dloxyphenyDethylamlnoDethanol hydrochloride <* compound 
I), 2-amlno-l-(3-hydroxyphenyOethanol hydrochloride <* 
compound II), 2-amlno-1-(3-hydroxyphenyl)propanol hydrogen 
tartrate (* compound III), 1-<4-hydroxypheny l)-2-Cl- 
methy l-3-pheny Ipropy laml no)-p ropano l hydrochloride <* 
compound IV), 2-ethylamlno-1-(3-hydroxyphenyO-ethano l 
hydrochloride < 3 compound V), 1-(3,5-d1hydroxypheny0-2- 
O-pheny Ipropy lara1no)propanol as the 4-amlnobenzolc acid 
salt (* compound VI) and 1-<3-hydroxyphenyl)-2-<1,1- . 
diaethyl-2-phenylethylam1no)-ethanol as the 4-aralnoben 2 o 1 c 
acid salt <* compound ViI). (r 

^ 5r/2-/rrt 1-dimethylethy'i)amino7-l-hydroxyethyl7r2-hydroxy- 

r benzamid ♦ HC1 (= compound VI11 j 7 . V 

7,^77;7The, results are . shown in ,ay summaris i hg table. 

.7 b« . An'laa l character 1st1cs::and ..feed ...... — . 

;:;Rats^^fema le,>SPf-W1 star ) 77 ; - 

A*36 animats/experiment. 7 *■■■ ;;7'7'v; .4; A r * v : : .r : ' 7\.;f ^y- • y’ ; 

' 0 Weight: .90 to 1 50 ' g 77V.■ ’* v .v 7 : 7 ’ / •, v■- . : .;■. '; ■ -y 

7\feed: Maintenance diet for rats having the following 
■/; composition: • ,y\ v.- y A ■ ; .. ; : , ; * 
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m v.*vi-Va-.:v-v-*-- «---‘ : - -v v. 

V ; u~-:;v-v:-..^ ••:.■■•:; ~::=: •'•■r • 19.* .’•••■•• - •.•; 

i?-i " .-.:A *:'j •’ 1 •• v-•*-*» . --- . * ** •-.* ■•• 


':<-4 


>*5v- v 
;■ 


Raw protein v*;.■■;./: 

. Raw f •* 

Ran f ibro ... 

■■; ash 

Water 

; H-free extracted 
' -substances' 

Convertible energy* 

, Kcal/kg *■■■•'. ; 

•• KJ/kfl ■■■ # ‘ 

. - n' —- at nutrienJA 

, Calcium 
phosphorus 
5 Magnesium 
Sodi um 

: ... Trace elements 

Manganese 

iron' \ 

0 Copper 

V Zinc ' 
i Iodine : 

■ . , F luoHne ■ y'-: 


• 19 - 

vitamins** 

19.0 Sttndard 
4.0 Vltaaln A ' 

4.0 Wit#**" 6 ' 

7.0 Vltaaln E 

13.5 Vltaaln * 

' Vltaaln Bi 

50.5 Vltaaln B* : 

Vltaaln 84 ' 

3,100 vltaailn B 12 

13*000 Hleotlnle acid 

. . pantothenic acid 

0.9 Folic acid 
0.7 Biotin 
0.2 Choline 
0.2 Vltaaln C 
• :•■ 4w<noac1d9 

75.0 Lysine 

135.0 Bethlonlne * cystine 
• 13.0 Phenylalanine ••♦ 

tyrosine 

70.0 Arginine 
0.9 Histidine 
9.0 Tryptophan . 

Threonine .; • 
Isoleucine ■ 

Leucine. - /.■; / 

'"A . • ’ ’Valine ' 


15,000 IU 
1,600 10 
75 *9 . 

3 *9 
18 *9 
12 *9 
; 9 *9 
24 *cg 
36 ag 
21 *9 
2 *9 
60 «cg 
600 ag 
36 *9 . 


•• •: *1n the diet (»ean value) ... A ■. A'■ 

Vk 9 of diet (.. an value)^..:,.^ ;: .. 

Exa.pl. 8 - Brpl lers .A. ^ ;y..;.:;;\ ; ■; . V -, / 

kept -1 n .cages> • uere used 

lasted for .total period of .4 
?•••’ l" the experl Bent, . .,• . .. ■ _ $ day3 . .. 

V'dey*/ when'they «« r ® -y 


■ v- 'i 

r • • • • l- '. l' 




: fr>v-;'■ ■ '.v 



• * * • 


oupVng'th* •xp#rl*'tnt*V P«r1od/th* 

r*c*lv*<i fMd to which the cl.lMd compounds l-tS^-dl- 

hydro*yph.nyO-2-C1-..thyl-2-<3 / 4—thyUncd1o*yph.nyl)- 

ethyla.1no3.th.nol hydrochloride (- co-pound I), 2-mm no- 

1- l3-hydro*yphenyl)eth.nol hydrochloride C- compound II), 

2 - >*1 no--1“ ( 3 -hydro xyphenyl)propanol hydrogen tartrate 

<- co-pound III), 1 -( 4 -hydroxypheny .)- 2 -( 1 -ethy l-3-pheny - 

' propyla. 1 no)-propanol hydriehlorld* (compound IV), 2- 
ethyla-1no-1-(3-hydro*yphenyl)ethao3l hydrochloride 

compound V),’ 1 -( 3 , 3 -dihyd'ro«yph-nyi- 2 -(Jl-phonylpropyl- 
; em 1 no)prop.nol as the 4 -,. 1 nobenzoVr acid salt (-com- 
pound VI) and 1 -( 3 -hydroxyphenyl)-; 2 -( 1 , 1 -d 1 methyl- 2 -P e y 
[ .ethyl amino)-ethanol as the 4-a-1not inzolc acid salt (» 
.compound VII) had been admixed In a dose of 5 or 25 ppm.. 

A negative control (non-supplemented feed) was also run. 

At the start of the experiment, a? i the animal. In each 
experimental group had the same sorting weight. 

the rates of Increase In ro«th, the feed eonsump- 
: tlon and the feed utilisation were used as evaluation 
) • criteria. 

’ The results are shown In a table. 
k animal charact eristics and feec 
• Assorted fattening hybrids, bale : 

24 an ima lis/e xperlaent (4 x 6 ). 

S' Weight SO to 65 g ' ■ /"'• . " 

Feedt' Hoveler Kukenallelnfutter FA'57 without the addition 

•V of . antibiot i cs and coee i dl ostat 1 c agents and havi ng the .. 

; '-foliowing compositions .• 

w«iue-detera1n1no cons tituents:- ;:'^-^ : H 

10 '18 ;X of raw protein v•* 

-[[vX [of [raw f 11bre' J '0’ : ■' 

08 '’\X ;oV;aih ; -V 

.'-;';r*r^T''':'.''x^bf'calcium it??-. *~r l 

* i‘->- *c ir-. »*(- »„■> * ■ ♦v , , r^ !■»>»*»;* u* **. f*.»-a t *; * r- -... 

O.rx ffi&K y r ir;)' : 

:.v. : '[ 54 ;. “x. of [shredded pare, (..'feed (40X of maize, '12*. 

'[• " i. > 22 1^5 'Kr ,'r:'r\ ! 


■ ‘ier.t •* ; * ■.-,Vi ».' • t ^**■ '■ ** \ *•'* *^'*-\ • /J t ''* -, [• J . - [•’ . V . ' " * ^ 





■ f c r ; 


ft] 


' ■*. :• ' 1 v*t : 'i ; i- * • • 

* Jr:;- * • 


•**.*»* 



*' v - 21 - • -V.' ‘ : ■ ; -*■ : 

:-v|Vl 7 , 5 tof eoirit ioyi b«an'ie«l =.>;’■ 

VvV-= >5 * 2 * 0f ll1lf fltuten feed : 

°* *hole wheat aeal • - 

;^V*V;.3*1X of fish oeal, 

?. 3,1X of -tapioca seal 
^'^v 3 * 13 of lucerne green aeal ;■ 

■y of *fc««tgera (ground) • 

1 .7%. of aeat~and-bone aeal • 1 
1«6X of al lit powder 

10 1.4% of tlaestone •'; 

°f calcium phosphate 
• 1*0% of aolasses ; 

Results (flrowth, feed Intake, feed utilisation) 
a. Rate .. '•.... > 

15 Substance pp. Additional : Feed Feed 

-— : -— — 9 raM th -Intake util isation 

..eont P0 .l ; , .100% . 100X . 100 %- 


Compound I 25 


Compound III 25 


0 Coapound III 25 


v Coapound IV •’25 


101.7% 


92.9% 


91.6% 


96.1% 


96.9% 


^ o .^ound VJr ;/25V:;.;;115%^ ;; :;H^ I04%' : v;v:>; 90 .a% \ 


*■ ‘\Compound VIII •’ 2 5 - 125 ! 


*-;:-V..Vy^l 06 S 


84,8% 


t,\‘V ' ■*'*,* * * ,/•' f - ■ J '■ * 'if " 1 ''V vjiyV*. . :-,i *.'■*/ '■ vV "" ■* '■ J ' ‘t \ , 

■• —V '' '''''' 
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Compound V 


102.OX 


Compound VII v 25 102.0* 

Compound II 25 .. 105.0* 


99.0* ; 97.5* 


100.0* 98.1* 


103.3* 98.8* 


V- Preparation Examples, \V. 

'10 Example 1 

.; 2-t-Butylam1no-'l-(4-methoxyphenyl>-ethanol 




CH, 

CH-CH,-NK-C—CH, 

i . t 

OH CH, . 




& 1 /.-■ V L y’: ‘ t ■[ 

\ '* »• *« 

. ..rv.V'. p . • 

V r •• • . 


■fa"? ' *'V V i 

/‘VY*- 


• 24.1 9 (92.2 mmol) of U-tert.-butylamlno-4-methoxy- • 

acetophenone hydrochloride are dissolved In 125 ml of . 
methanol and 80 ml of eater, and a solution cf 4.25 g 
:(112 mmol) of sodium borohydrlde In. 8.5 ml of eater Is. 
added dropelse, the solution being kept at beteeen pH 3 and 
pH 7 by”, simultaneous "addition . of approx. 15* strength. 
hyd‘rp^hl«He';ae1d.-'--The mixture stirred for a further 
-30 minutes, -the pH is brought to A elth ...hydrochloric acid 
-■^d : the. mixture Is filtered."'" The;^mixture Ts rendered alkali 
e1th coneentrated ammonia solution, and the precipitated 

" Uh . "* ter 

^nd 'dried.'^jS'?* S of,'c.olo.u^i.eaa fry it tit ^ of meltIng point ■ •. . 

; 104°C : are obtained. ; ^ 

• J - : Th« following compounds^ were prepared analogously: 
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.XO-i! *:v ;v X V : \ . v£*/;.>vX/tY-; r :■;. 


























.r' 3 • 1 9 of -4-«ethpxyrn*i-X3^«ethy l-4- (4-tr1fLuorp- 

'■ethVlthloplienyl)-phenylami no3-:acetophenone are dlasolved 
;|n‘l>1xture of .20 «l of .absolute ;tpt rahydrofuran and 
100 ■ l of pathano l, and 6.3 


9 of 


sodluin borohydride 1s\-\ 

' addedv7whit«••*t i rr 1 ng7/•T:he;!■ Vx i ure' i a *'t M?>$d .for 1 hour 
’ r ande i* ed' • e'c 1d ie M.Vthi. N hydroeh torie’ «ci<i‘.and evaporated 
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' • down. 'Th# V*i 1 du* trod evaporation It- taken up vlth ethyl 
V.' acetate/sodlua bicarbonate solution/ and the phases are 
separated. ' The ethyl acetate phase Is uashed tulee with 
Mater, dried and evaporated down. Since the product does 
5 not crystallise, the i.aphthalene-1,5-d1sulphonate Is pre- 
S pared. 3.4 8 of the salt, of aeltlng point 264-249.°C, 
are obtained. 

; Xha following compounds were obtained analogously: 
Example IS 

10 1-Phenyl-2-C3-aethyl-4-(4-tr1fluoroaethylthlo- ; 

phenoxy)-phenyla*1no3-ethanol, crystallised with 1/2 

naphthalene-1,5-d1sulphon1c add, aeltlng point 210°C 


-NH 

V / , OH ■ ; . ; ■■■•f 





Ex ample 19 

15 2-C4*(4-Ch Iorophenylth1o)*3,5-d1raethyl-phenylam1 no3-1- 

phenylethanol hydrochloride of aeltlng point 175-180°C 
■(decomposition). 


**•', \ A ; tT*-.,V !1 - * -j- 

• -v. -i V ;*-.••• 


♦ a*"-.'. 7'^-*.* * ~ - ;7 r / ~'\'T " ' V ; - ? 

4 ^* ■■ V'r*J» tt.:- vy;" r ^ ; 7 ** 7* 7 .f - .*■ * * ■ t* “,*• r: • *■ .•^ ■* * .* • *. .* > • •. ■-v > • . -. 

1 :' 11 fi.f^ *£1%: * 7 .^ fitSrk £i-’•"• 1 . 

r t f • * •!. v ■■ k'vr :: t-'*♦» r)sy<,V ~*i.i ,A4,v-.y.- ^ j »'■ «> *■*',>■ -■. +,■ i.,-.'. .• 

I • • • • •.77;* v ;‘*.v . v ;• 7- y s \j •. yyv- 7 ;:V.v-:--I■.Cy •. *;' ■; -v v- ■ _* > .. : . 


Sy - '/Viy- •' 

V .e.e • 4 ■ Vi.V , *-::r *:?, •• : 
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/V,. 1^7 ■#^**V* T ‘ rr ;/'** *y t j »■ ■ ■ a ; J . ■ 1 "’ 

'1- ' V* - W ■' ■ ■ ’ * .V f‘" •" * * ‘ 

r2^ 2L .-• • ■■ ;-if v '-‘f ’-"v -w. ■ ■ •• .t 1 '.I- ■ v. 













'tell- 


, ‘i^ r: -'*‘*.** v,<-/:‘ .*• - J ■ 
-v,.< A T..r. ^ , * <•■ 

&-'i'.^r? j ':;fc >AV'; 


- 26 - 




jp|: 

px 

S=Sr‘ ; r , 


*•■ •• •' 

/ * • • 
t. « • • 


^ g^v.i...: 

w‘ : vV>!- 


Example 20 


5 -[ 2 -(( 1 , 1 -dimethylathy1)amino)-1-hydroxyethyll-2-hydroxy 
benzamide* BC1 <'■.[■:■■'■ r..:^ '.. : 


HjNOC 


HO-\O7“CH(0H)-CHiNH-C(CHj) i • HC1 


6.0 g 5-t2-(N-(1,1-dimethylethyl)— benzyl-aminolacetyl]- 

2 -hydroxy-benzamide • HC1 are disolved. in a mixture of 
■ 120 ml methanol and 90 ml water, 1.5 g Pd/C (10%) is added, 
and the suspension is hydrogenated at roomtemperature and 
normal pressure. The catalyst is removed and the solution 
is concentrated. The residue is recrystallised from 
methanol/ isopropyl acetate. 


m mv.“.-vr- 


g&iV*** -'W-v ;v^v7.^.v' 

V•* i. 

fefe '?rb&g^. r iii'.A ■ 22 j95 .. v. 

fe| : ; : c 

ifiiix .’.'-.?)- 7 v ,J .1 ■ 






' y 'J"' > 

^ ' *.v* V: 







'^.S r W;: 


t!?^yC^r-.^C^J etin — g . — i^ention are as follows:- 


>h.nyl. t hyla.1 B . 'derivative^ of the .in.,,i f 0Pau i, 

vi^4-.- : ; x w"■’y ; ;v' ; - : 

• *1^/f 11 " 011 * -nr, r, ■/.. <n •; 


In which v , ; 'V -'- 'X. . X :.• X X -X'’• X ''' 

Xw'X *' V * nd 2 ar « Identical or different and denote : 
hydr0flen ' halo « e "' alkyl, alkoxy, alkenyl, 
h/droxyl, cyano or a ;X group, and 
X. V . . R 1 represent a hydrogen, alkyl, halogen, X : . 

.• ■V'V-.ljydroxyl, alkoxy, alkylthlo, substituted oX unaub- X 
XXv'X StUuted • p y l .r substituted or unsubstituted 
■ aryloxy or ar^lthio, or represents acyloxy or 

:XX; X :Sllyl ,“ XX .’ R ' re Presents. a hydroxyl-, alkoxy- ■ 

■ X or amino-group, and 

... <„ 

t :"”" 

..iVir.. Vf 

^ -'‘^^^^^Vted or unsubs^tuted^ryl/^Xv 
exasples of preferred ;,ubstituent, of the "i.-yl :>•" 

*.V; being halogen/ atkyI ‘‘ Vi w > . 

: .n, X, X' .. 

ij * -■■■• V " a substituted or unsubstituted ■: 

x -^ yiii ^ 

-V^Vor^^ X*? ! bazo *• ^ n yl, -thiatolinyl 

’X. XX^- X* °r, : .t09ether . wi th ;Xhe ni trogen aton, ? ' 

x 

; dine, PW.ti,,. 

**!'“ r ..*X. ed b , ,cye , Uc .radica l,"'and ■ XX' ' X': X-;,. X; : X''' •• 






*> 55 * ;b: * V -•'*;- ■ v i 

. *$£\£V- : *V;. ; .V>. - 



• ' - 

1 •• •• 


and their physiologically acceptable salts.. 

2) v*:; Phenylethylamine derivatives according to Claim 1, 
In 'which y>- : 

X, Y. and Z can be Identical or different and 
denott hydrogel, halogen, alkyl, hydroxyl or 
; y alkoxy, v 

. ■ R t denotes hydrogen, hydroxyl, C-j-C 4 -alkoxy* or 
substituted or unsubstituted C^-CjQ-aryloxy or ' 
arylthlo, and - i:/*; 

i and *3 can be Identical or different and repre- 
' • I sent hydrogen, lower alkyl radicals which are 

.. optlonally substituted by.halogen, hydroxyl or 
phenyl, or phenyl radicals which are optionally 
, substituted by halogen, C 1 -C 4 -alkyl, C-j-C^alkoxy, 
< v c d*Cio* ar y*- ox Y or arylthlo, and , 

R 4 represents hydrogen. 

3) . Phenylethylaplne derivatives according to Claim 1, 

• .in whl.ch \ . /. 

r X, Y and Z can be Identical or different and . 

represent hydrogen or halogen,' 

• Rj represents hydroxyl or C 1 *C 4 -alkoxy and 
R 2 ar| d R 3 can be Identical or dlfferent and . . 

*v \ denote hydrogen, C j-C 4 -a Iky l radicals, or phenyl 
v.* which Is substituted by optionally substituted 
C 6 * C i 0 -aryloxy, and '‘ C :V ■ v 

' , R 4 denotes hydrogen. : /'■■.“• 

4) / / Process for the preparation of phenylethylamine 

• derivatives of the formula (I) according to Claim 1, : . 

. characterl sed ln 'that ■"^. .. V* 

a > compounds o f t h e f o r m u l a ( 111 ) : .. : s 




X 2 


'&:Rfv^v^co-c-*s,\* ;t. 

■ •• • •' c . •- 

:.SV' V<\. ? * • b Y *■ *, .* • ; ; ■ ; 


(III) 
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■" i 


■ r : ‘ b -£* Vj; * * ’ r- 1 tt* .*• - > ■ •*•<• •: ,v - * 0-' * >f - 

bm-M bmbbb b 







In which v* •*-... • - : ' ^ '■•*; * ■ 7 ‘‘ * *7 

• t, V X, Rj/ R 2 and Rj have the meaning given above 

are reduced, or'. 7.77*1 • 

b) compounds of the formula (IV) 


X 2 


j^-0- CH 


1 n wh 1 ch - > V. ‘ ■ 

S . : X, Y, Z and R-j have the meaning given above, 
are reacted with compounds of the forsula (V) 


In which 7*;. -: ; 7 7 - 7 • 

R 2 and Rj have the meaning given above, 
or, for the preparation of compounds of the formula I, In 
wh'ch R-j Is acyloxy or sllyloxy, and/or R 2 or Rj and/or 
R4 represent an aliphatic or aromatic acyl or silyl radical 
c) compounds of the general formula I, in which R-j denotes 
hydroxyl, and/or R 2 or; R 3 and/or R 4 denote hydrogen, are 
acylated or silylated with suitable agents by known methods 


5 ) The compound of formula;, 

' ' ; "'.'•i”:. H0 —"cH-CH j-NH-C-CH j ... 

*• *V«-*vv* oh *. 7 • '• F ^ H 3 '7 ■ 7V : 

- '1 7 ^ ^ ^ ' ’ * * ■ 1 H * - "* ^ * *' - f ■■ *\ ** ■ * -* *■ - \ \ 

[6 ) .7^AThe ; compound of. formula . .. r. \ ■ v : 


i- «• • ; 1 T ■ 


Yr H-NOC *;7- 


CH(OH)-CH 2 ^NH-C-CH 3 
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•a®? sr?} .-.t *3 M 

IS '^ : i>:|‘^'^-': : ^^^ 


•7j l’-;'".'•.U*« of ph*nyl*thyl*«in* derivatives of the general 
.foraula (I) v-V •• 


R,-^JVC H -CH, -NR, R, 
Y-V ORa , 


•' • • * 
t a a- 
* . • • * . 


. In. which • V- : ‘ VO "* • ;.■ ‘ '• 

' X, Y and 2 are Identical or different and denote 
V^V-hydrogen, halogen, alkyl, alkoxy, alkenyl, 

.hydroxyl, cyano or a COR* group, and 
Rj represents hydrogen, alkyl, halogen, 

Aydroxyl, alkoxy, alkylthlo, substituted or unsub¬ 
stituted aryl, substituted or unsubstituted 
aryloxy or arylthlo, or represents acyloxy or . 

'3.:’*/.• silylpxy , R I represents a ; hydroxy1-, alkoxy- or . 
amino-group, and /’.V .' 

R 2 an .d r 3 can b * Identical or different and., 
represent hydrogen, st ra 1 ght-^chaln or branched 
Ci-Cs-alkyl, Cj-C^-alkeny l and alklnyl/Cj-Cg- 
hydroxyalkyl, alkoxyalkyl, amlnoalkyl, cyclo-. . 

Iky l or aralkyl radicals which are optionally 
subst 1 tut ed by ha logen or pheny l, or represent an 
V“:;' ( ;. ; ;'al1phat1c or aromatic acyl radical or a silyl ; 

.^‘radical or substituted or uhsubst 11uted aryl, . • / 

VySV- .^examples'of preferred subs11 tuents of the aryl 

r *d1 ca l being halogen, alkyl, alkoxy, ha logena Iky l, 

> halogenoa Ikoxy and substituted or unsubstituted 

v aryloxy or arylthlo, or represent certain hetero- .0 C 
V, .eye Me structures, such as inidazol inyl, thlazolinyl 

;;‘v.yr’v 7 ^i® p pyr1m1dyl> or> together with 'the nitrogen atom, 
f 0 /’■ °R U* ">ub sjj t.ut ed pyrin id Ine , ; p 1 p e r 
.' .y yy -I 7 . d f n e ,’ pi p e r a z 1 ne' * o r pi orph 0 11 n e radical 0 ir a . h * : ’ /. * 
Tv^* a turated b 1 cy c lie rad ic a l, and . !; ; v 7.7 ■ 17;;"' 

V/.-;:.*; ’/R4 represents hydrogen, an' allphatlc or aromatic / ■ ■ 

'' " aey t; radical' or a silyl radical,'' >; v 

.and their phys1ologlca 1 ly acceptable salts as growth- ’ 

. promoters for animals. . \ ;v /v’ ' 
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4‘ V '■ .¥■ V ’’; ? ."■ -' 


^ ? •’ 

• *: . :■• 

- V : 

' f+ t *tA ,• -V * * 

;^|vvC. • 


S'SS^ { 5 -V^.S^i ; v" ■"' d.r'iUtW#* 'of the f0 - f,aU . 

!:ir 8 ) ^v:vu..j»t, ph ‘^n hyu “ '• /' 

-M*"’ be identical or d 1 f<er.«t .n4 ; 

X/ * * nd 1 * „ haVo 9 en, .Uyl, hydroxy 

denote hydrogen* ; 

W a Iko *y t -i, kydroxyl,'.r 1 -c 4 *» lll0 ‘ y or 

;i§^ 

/* -■'i ■'• ♦ m r* f or ^ ** a * 

.: as gro-th-pro.oter. 




.‘k.l 


* ■ ♦ + V 7 '. * * : V 1 ' \v ;+ ’j’ *"V> r '* * \ 

: t J 'VV. £t«<:fcTi: ■>- srr *r V*■ : ‘■•■ 

W'} -7 

>: X\^vvii. i;M#f •■'■; ' ■•' 

\J• 7 t * V v .7. ;'i?.:y-'- 1 ^ ■*; 

'(• ;•V ( . 2 r-V"\' • \A ■;\ m '. • ' 

' c .,U« -;V**. ■ r- V;cr *V> 7'*(t-i-V *.*V? 

■ «•' i : 2i 111 ' : "■•'• 

V^ "**' *|c. "^ ^''' "' 









■>-.: *"'l:; \ V-Vo* , ‘- 

^y-''r ' v -, <^v-1 i-y^-'V 1 -••*.?.■*.•>■>;■».•; *;.\r . h«; \ * . ‘ • . ■.■'■. 

a'£; *i*f;V'.' .‘^Sf *’.5.';•■>.’* ' **‘ ■" "• • ■'■ -/ t r ‘ '*.’• • ‘* '.. - '-. ■ " 


32 - 


'.: .Us* 'of phenylethylaaine derivatives of the formula 

<x> : '••:'. ; •• . ."• •'• ■ 

In which 

;/.V.V/.'v.X/y ano Z can be identical or different and 

represent hydrogen or halogen, • , • ; .-- 

' R 1 represents hydroxyl or C 1 -C 4 -alkoxy and . 
r 2 ’ and R 3 can be Identical or different and 
;'P - denote hydrogen, C^C^alkyl radicals, or phenyl 
which Is substituted by optionally substituted 

. c 6" c 10‘ arylo * y ' ,nd " 

: R4 denotes hydrogen/ •' 

• es groyth*promoters for anlnals* . 

10) . Use of. phenylethylaaine derivatives of the general 

'formula II ■* ' 


Vk *• V 's*K 

■ rQ-^-’v 


In yhl ct - 1 *■ . 

UjV'iiV and R ? are Identical or different, and- each 
vW-- '^Uj -rep resents hydrogen, hydroxy l,- a I k o x y or hydroxy- 
/■•thy l,/and /!^.Vv-: 

■ ! .V.;-I.jjj denotes hydrogen or hydroxy l, and . . 

: :yRp represents hydrogen, straight-chain, branched 
^^ ; iH:;’':'or .c^cl.l'c alkyl. pr/alkenyl, aryl,; acyl .or aroyl, 
i' ‘ the alky l, alkenyl' and ary l. radl cals mentioned 

t|«'1n« optionally substi tuted by halogen, hydroxy l 

“i** 'V'""^rvr-;* « -v . .i-.i- . - 1 • ; 

.V.-** •> !*■ •* r. r * ; •• ’ 
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&'•.?? $$?, ' i^‘? v •>•.' ‘■^'"■f-'-'i ••• -’j v" -v ••'•■. 


*.* •••• .'■ ..J. 

: ♦ -• ♦ 

<•*,## • • V..r 


V r 7* >■*> 
*,v*'. 


'«lkoxy/'a* 1 no/optionally substituted „ 
^\Vphenyl or heteroaryl/ and : 

* ; R 1Q and are Identical or different and each 
!'■./. represent hydrogen/ straight-chain, branched or 
cyclic alkyl, alkenyl, aryl, acyl, aroyl, oono- 
> or d 1 alkylaalnoaUy 1 /aIkoxyalkyl, phenoxyalkyl 
.. /.vrVV^or acyl an In o, the alkyl, alkenyl and aryl radicals 
*;■' mentioned being optionally substituted by halogen, 
amino, a Ikyl,'aIkoxy, hydroxyl, acylaaino, option-; 
ally substituted phenyl or heteroaryl, or 
R^q and R^/ together with the nitrogen atoa, form 
an optionally substituted pyrrolidine, piperidine, 
-‘‘/piperazine or oorphollne radical, . 
and their physiologically acceptable salts as growth- 
pronoters for anlaals. 

11) '* Use of phenylethylamlne derivatives of the general 
formula XI according to Cla la 10, ' : / . 

in whl ch 

R 5 , and R 7 are Identical or different and each 
represent hydrogen, hydroxyl, hydroxyaethyl or 
aethoxy, 

v' 1 "'*' 1 '; Rg denotes hydrogen or hydroxyl, 

a 9 represents hydrogen, straight-chain or branched 
'aIkyl or alkenyl groups having up to 5 carbon 
atoms, or phenyl or aralkyl having 7 to 10 carbon 
' { at on 3 , the aryl radicals aentioned being optlon- 

. ally subst 1 tuted by chlorine, fluorine, lower 
.alkyl having up to 4 carbon atoms, hydroxyl or 
: r a Iko xy, and.•, : a' r-. U ?7 •; : ,; y *■ /■ o ‘ * 

/■’•V*- /- R io ®nd R/^ can be Identical or different and repre- 
V: sent hydrogen, s t r a 1 gh t- cha 1 n 0 r branched alkyl .. 

Ts /v?V/ .1 f * av 1 P 9 * 1 to 8 carb 0 n ; atVas/*alk e*n y i having 2 to 

: 4 ca rbonatons, hyd roxyalkyl, mono- and dialkyl- .. 
a» 1 noaIkyl and phenylalkylaminoaikyl, each haying 
' r • : ; ; T up. ;to 4 Verb on ato as / 1 n t h e alkyl ' radicals, or 
phenyl, aralkyl, nethylenedloxyphenylalkyl or 
Le A 22" 195 /''• v •'-/ ’ • : ;v >/V " ’■ ■’ •’ 


: -yi -V7 -J■ l /« v-?£!■;*li ^ •>ytS ->v'v^. * *£ *>'>/-\\ v;•!-;>. - 

. •* * • f-’*(*■ i '•*j> .V v" t v -> ‘t.; 1 ;*‘V . * * v* * ■ • ■ ■ “ * : *j'-> - * / • »•;; ; ■:>* ■' ^ . v •• 





w ay• tkyI 'P«d<«• t■ having « to 12 e.rbon atoms, ; , 

- '-■'-‘ : '-j£v' r -'.^'^ : ’ 7r V-:r-\^rj V :V-.-.^iV' pV»««omy«.tkyi\rad 1 caLs hiving 8 to 16 earbon - 
■" , t0 ms, It being potslblo for the alkyl groups 

: V^' ' ..ntloned to be optionally substituted by .ethyl .• 

-•j:;/.or ethyl and for the phenyl radicals .to be OP* 10 "* 

ally substituted by halogen. In particular by 
^V’; e hlor1ne or f luor1ne, hydroxyl, lover alkyl or ; ■ ' ' ' 

'/-i---,//I-"/lover alkoxy having up to 2 carbon atoms, or . 

and Rl1 , together vith the nitrogen ato., fora- ^ 

an optionally substituted pyrrolidine, piperidine, 

;/\ piperazine. or morpholine radical, 

• ' as growth-promoters for animals. ■ 

i2) use of. phenylethylamlne derivatives of the general 

.■ formula II according to Claim 10, . 

-In uhl ch 

V • :• /y ';r 5 , r 6 and * 7 are'' Identical or different and each . 

r -:.].::i:.;;;;;:^:‘4'i- : :j\'iV-. : ;;:,, : . represent'hydrogenorhydroxyl,and. - 

.//!•. / '■ R g denotes hydroxyl, and";.':' 

A?:***:. ■ -R - represents hydrogen or .ethyl, and 

: •*1l ' ir# Identical or different and each . • • 

represent hydrogen, straight-chain or branched 

• slkyl, each having up to 4 carbon atoms. It being 
-%• '**•* | V 1 : possible for the alkyl groups to be optionally . 

.; substituted by phenyl, phenoxy, hydroxyphenyl or , 

V.\ :^ A'//methylenedloxyphenyl, \- ' V., '• ; 

V. as grovth-promoters for animals. ; 

/use of phenylethylamlne derivatives of the general 
v/'Vor.ylae (I) dr (II)' ot; C lalmi ;i and 1° respectively, as a. 
groyth-pro.otlng additive in anlma^.eed. - 

l:< : v;ii«e l; pfxph.ny 1 ?< !** r 1 . y •*¥** of the 9eneral ; 

'-'.**•* ? -/#■’C r *'i^foriulae <i> oV^II) of' Claims 4 and 10 respectively .aceord- . ; 

• ^ ^ « 1 ?? * '--'in : 0f v r0 " ! ;Xv •-••?-/ : 

■ 9r ^ th pr °” /y , 

•* * ‘noters.'//; ""v ;,A . "/ .' 

An iial feed containing phenylethylamlne derivatives 

1 andl ° •• 

22 -TT: £wK-i;; ; /V~. • - ■- ’V’ : ' • 

-.y'A> 1 -'■ ^"' • -.4. A';’ 1 v-;. 

!■'.• ,;V i 4 ?£?A*!? V?.-5;"j" ; s .~ 






respectively. ;;.V." >; ■ . “ • . 

16) 6roMth-pro«ot1nfl .gent for inlnU, .eonsliting o 

ph.nyl.thyl..1n. d.rlv.tlves of th. g.n.r.l for.uU. <I) 
OP (II) Of 1 •"<! 10t«*P«t1v.ly. 

17) . Srouth-pro.otlng agent for anU.U, containing 

.phenylethyla.lne derivative, of th. g.n.r.l formulae CX> 

■ 0P <ii) of CUl.s 1 .ndlO respectively. 

18) Process for th. preparation of grouth-pro.otlng 
6n1.al> feed, characterised In that phinylethyla.lne 
derivatives of the general formulae <I> or (ID of CUl.s 
1 and 10 respectively are added-to the anl.al feed. 

•19) ’ Premises for the nutrition of anl.als, containing 

phenylethyla.lne. derivatives of the general formulae (I) 

or (ID of Claims 1 andlO respectively. . 

. n &Tm this 16th day of September, 1983. 

; V EAYKK AKTIENGESElLSQiPJET , 

/. ./ By Its Patent Attorneys/ . 

ARffiUR S. CAVE & CO. 
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